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EDUCATION,  AND  WELFARE 

Food  and  Drug  Administration 
[21  CFR  Parts  1.  310,  312,  370] 

RADIOACTIVE  NEW  DRUGS;  RADIOACTIVE 
BIOLOGiCS 

Notice  of  Proposed  Rule  Making 

An  order  was  published  in  the  Federal 
Register  of  January  8, 1963  (28  FR  183), 
in  which  the  Commissioner  of  Food  and 
Drugs  exempted,  until  further  notice, 
radioactive  new  drugs  (radiopharmaceu¬ 
ticals  and  radioactive  biologies)  for  in¬ 
vestigational  use  from  the  requirements 
of  s  312.1  (21  CFR  312.1),  provided  they 
are  being  shipped  in  complete  conform¬ 
ity  with  the  regulations  issued  by  the 
Atomic  Energy  Commission  in  Title  10, 
Parts  30  through  36,  of  the  Code  of 
Federal  Regulations. 

For  the  convenience  of  the  reader,  the 
former  designations  of  sections  in  Title 
21  which  were  recodified  in  the  Federal 
Register  on  November  20,  1973  (38  FR 
32048),  and  March  29,  1974  (39  FR 
11680) ,  and  which  are  referred  to  In  this 
proposal  are  as  follows: 

Recodified  as:  Formerly — 

§  310.102 . S  130A7 

S  310.503  _  i  130.49 

§  312.1  . . S  180.3 

§  314.1 . f  130.4 

Part  601 _  Part  273 

§  601.2 . {  273.201 

The  purpose  of  the  temporary  ex¬ 
emption  granted  by  the  January  1963  or¬ 
der  was  to  allow  for  the  continued  avail¬ 
ability  of  these  unique  new  drugs  while 
the  Federal  agencies  responsible  for 
supervising  these  drugs  explored  ways  to 
avoid  unnecessary  duplication  of  regu¬ 
latory  controls.  The  exemption  applied 
only  to  radioactive  drugs  manufactured 
frcMn  reactor-produced  radionuclides, 
which  are  the  only  radioactive  drugs 
subject  to  the  regulatory  controls  of 
AEC.  Because  AEC  has  no  regulatory 
control  over  radioactive  drugs  manufac¬ 
tured  from  non-reactor-produced  radio¬ 
nuclides,  these  have  never  been  exempt 
from  the  requirements  of  S  312.1. 

This  exemption  was  revoked  in  part 
by  an  order  published  in  the  Federal 
Register  of  November  3,  1971  (37  FR 
21026)  in  which  the  Commissioner  added 
a  new  §  310.503  to  Title  21  of  the  Code 
of  the  Federal  Regulations.  This  new  sec¬ 
tion  listed  specific  reactor-produced  iso¬ 
topes  which,  for  certain  stated  uses,  were 
no  longer  exempt  from  §  312.1.  After  fur¬ 
ther  review  of  the  1963  exemption,  it  is 
the  opinion  of  the  Atomic  Energy  Com¬ 
mission  and  the  Food  and  Drug  Admin¬ 
istration  that  all  radioactive  drugs 
should  now  become  subject  to  the  same 
clearance  procedures  as  other  drugs  un¬ 
der  section  505  of  the  Federal  Food, 
Drug,  and  Cosmetic  Act  and  21  CFR 
312.1  and  314.1;  and  section  351  of  the 
Public  Health  Service  Act  and  21  CFR 
601.2.  The  exemption  from  §  312.1  which 
now  exists  for  some  radioactive  new 
drugs  for  investigational  use  is  no  longer 
justified  or  in  the  public  interest. 

On  July  17,  1974,  the  Atomic  Energy 
Commission  published  in  the  Federal 
Register  (39  FR  26143)  a  final  order 


modifying  its  procedures  for  licenses  re- 
gardi^  radioactive  materials  for  med¬ 
ical  use.  As  a  c<Nidition  for  Investi¬ 
gational  use  of  certain  radioactive 
materials  in  human  beings  under  a  group 
license,  AEC  will  require  the  licensee  to 
be  covered  by  a  “Notice  of  Claimed  In¬ 
vestigational  Exemption  for  a  New  Drug” 
which  has  been  accepted  by  FDA.  Fur¬ 
ther,  AEC  will  require,  as  one  precondi¬ 
tion  to  becoming  licensed  to  manufacture 
or  distribute  radioactive  drugs  for  medi¬ 
cal  uses  under  group  licenses,  evidence 
that  the  applicant  has  complied  with  the 
Federal  Food,  Drug,  and  Cosmetic  Act 
or  the  Public  Health  Service  Act,  as  ap¬ 
plicable.  This  order  eliminates  any 
duplication  or  overlapping  between  AEC 
and  FDA  on  matters  of  controlling  the 
pharmaceutical  quality  of  radioactive 
drugs  and  the  safety  and  effectiveness  of 
-all  radioactive  drugs  with  respect  to  the 
patient.  This  aspect  of  the  AEC  order  is 
effective  on  January  13,  1975. 

Accordingly,  the  Commissioner  pro¬ 
poses  to  revoke  his  order  of  January  8, 
1963,  and  classify,  by  use,  radioactive 
drugs  either  as  “new  drugs”  or  as  gen¬ 
erally  recognized  as  safe  and  effective 
for  their  intended  use  and  therefore  not 
“new  drugs.”  All  radioactive  “new  drugs” 
will  be  subject  to  the  requirements  of 
the  new  drug  and  investigational  drug 
provisions  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act  and  the  licensing  provi¬ 
sions  of  the  Public  Health  Service  Act. 
Any  radiopharmaceutical  which  is  not  a 
“new  drug,”  i.e.,  when  used  imder  the 
conditions  specified,  will  require  neither 
an  IND  nor  an  NDA,  but  will  require 
certain  documentation  to  establish  that 
the  drug  is  in  fact  being  used  under  the 
conditions  set  forth  in  the  regulations. 
Similarly,  use  of  any  radioactive  biologic 
under  the  specified  conditions  shall  con¬ 
stitute  licensure,  and  no  other  product 
license  shall  be  required. 

Because  of  the  effective  date  of  the 
AEC  order  and  the  need  for  FDA  regula¬ 
tions  to  be  in  force  by  that  date,  the 
Commissioner’s  proposal  identifies  effec¬ 
tive  dates  for  specific  changes.  The  Com¬ 
missioner  intends  to  issue  a  final  order 
on  this  subject  matter  with  effective 
dates  as  proposed.  Therefore,  all  inter¬ 
ested  persons  should  file  comments 
within  the  time  allotted.  No  extension  of 
time  for  filing  of  comments  will  be  made. 

A.  Effect  of  revocation  of  1963  exemp¬ 
tion.  The  proposed  addition  of  paragraph 
(h)  to  §  310.503  and  deletion  of  the 
“Note”  at  the  end  of  §  312.1  are  intended 
to  revoke  the  Commissioner’s  exemption 
order  of  January  8,  1963.  Upon  revoca¬ 
tion  of  this  exemption,  the  Pood  and 
Drug  Administration  will  be  responsible 
for  assuring  the  safety  and  effectiveness 
of  all  radioactive  drugs,  regardless  of  the 
source  (reactor,  accelerator,  or  naturally 
occurring)  of  the  radionuclide  contained 
in  it.  Beginning  Januay  1,  1975,  no  per¬ 
son  shall  Introduce  into  interstate  com¬ 
merce  a  radioactive  drug,  except  those 
covered  by  paragraphs  B,  C,  and  D  of 
this  preamble,  unless  it  is  subject  to  a 
“Notice  of  CHaimed  Investigational  Ex¬ 
emption  for  a  New  Drug”  (IND)  or  an 
approved  new  drug  application  (NDA) 
or  product  license  application.  Any  IND 


or  NDA  shall  be  submitted  in  accordance 
with  21  CFR  312.1  or  314.1.  A  product 
lioense  application  for  a  biologic  shall 
be  sulxniUed  in  accordance  with  21  CFR 
Part  601. 

Placing  radioactive  drugs  under  new 
drug  procedmes  will  necessitate  certain 
changes  in  the  IND  application  forms. 
Because  radioactive  drugs  differ  from 
other  drug  products  in  that  radiation  is 
usually  the  primary  safety  consideration, 
the  Commissioner  proposes  to  amend 
I  312.1  to  require  for  such  drug  products 
sufficient  Information  to  permit  adequate 
calculation  of  radiation  dosimetry  prior 
to  human  use.  Accordingly,  item  6  of 
Form  PD-1571  “Notice  of  Claimed  In¬ 
vestigational  Exemption  for  a  New  Drug” 
would  be  altered  to  reflect  this  require¬ 
ment  for  a  radioactive  new  drug.  Also, 
item  10a  of  Form  FD-1571  would  be 
amended  to  require  that  during  phase  1 
of  the  clinical  studies  there  shall  be 
evaluation  of  radionuclide  excretion, 
whole  body  retention,  and  organ  distri¬ 
bution  so  that  dosimetry  calculations 
may  be  refined  on  the  basis  of  adequate 
information  from  human  use. 

The  Commissioner  recognizes  that 
radioactive  drugs  are  often  administered 
at  very  low  pharmacologic  doses  and  for 
short  periods  of  time.  In  these  cases 
chronic  toxicity  studies  may  not  be  re¬ 
quired.  In  addition,  both  acute  and 
chronic  pharmacologic  toxicity  may  be 
evaluated  using  a  nonradioactive,  chemi¬ 
cally  identical  form  of  the  agent  to  be 
studied.  In  certain  cases,  for  example, 
when  the  radioactive  drug  consists  of  a 
small  quantity  of  a  normal  body  con¬ 
stituent  in  water  or  saline,  animal  tox¬ 
icity  studies  may  not  be  required.  None 
of  these  special  circumstances  are  In  con¬ 
flict  with  the  regulations,  which  require 
only,  as  stated  in  item  6.a  of  Form  FD- 
1571,  that  there  be  “Adequate  informa¬ 
tion,  including  studies  made  on  labora- 
t(H7  animals,  on  the  basis  of  which  the 
sponsor  has  concluded  that  it  is  reason- 
aUy  safe  to  initiate  clinical  investiga- 
tiiHis  with  the  drug.” 

B.  Transitional  regulation  of  certain 
radioactive  drugs  with  “well-established 
medical  uses.”  Section  310.503,  estab¬ 
lished  by  the  Commissioner  in  the  order 
published  in  the  Federal  Register  of 
November  3,  1971  (37  FR  21027) ,  listed 
speidflc  reactor-produced  radionuclides 
(“Isotopes”  in  the  order)  which,  for  the 
uses  stated,  were  no  longer  exempt  from 
9  312.1.  The  radioactive  drugs  listed  in 
§  310.503  were  those  which  the  Atomic 
Energy  Commission  determined  had 
weU-establlshed  uses  and  for  which  the 
Atomic  ^ergy  Commission,  the  Division 
of  Biolo^c  Standards  of  the  National 
Institutes  of  Health,  and  the  Food  and 
Drug  Administration  considered  that 
manufacturers  and  distributors  may  rea¬ 
sonably  be  expected  to  submit  adequate 
evidoice  of  safety  and  effectiveness  for 
use  as  recommended  in  appropriate  la- 
b^ng.  The  agencies  also  concluded  that 
these  drugs  should  not  be  distributed  im¬ 
der  investigational  use  labeling  when  ac¬ 
tually  intended  for  use  in  medical  prac¬ 
tice.  After  the  effective  date  of  the  order, 
March  3,  1972,  sh^iment  or  other  deliv¬ 
ery  of  these  rsMlioactive  drugs  has  been 
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permitted  only  imder  the  investigation 
requirements  of  S  312.1  including  the  fil¬ 
ing  (rf  an  IND,  or  imder  an  approved 
NDA  pursuant  to  S  314.1,  or  under  a 
product  license  pursuant  to  §  601.2. 

In  OTder  to  prevent  any  disruption  in 
the  availability  of  these  medically  im¬ 
portant  radioactive  drugs  during  the 
transition  from  “exempt  status”  to  “reg¬ 
ulated  status,”  the  Commissioner  pro¬ 
vided  as  follows:  Each  manufacturer 
and  distributor  was  given  until  March  3, 
1972,  to  submit  an  NDA,  application  for 
product  license,  or  IND  for  each  radio¬ 
active  drug  containing  a  listed  radio¬ 
nuclide  (“Isotope”)  for  a  listed  purpose 
for  which  the  manufacturer  or  dis¬ 
tributor  did  not  have  an  approved  NDA 
or  product  license  in  effect.  Commercial 
distribution  of  those  drugs  for  which  an 
NDA  or  product  license  application  had 
been  submitted  by  March  3,  1972,  was 
permitted  without  approval  of  the  NDA 
or  product  license  application  until  the 
manufacturer  was  notified  otherwise  by 
the  Pood  and  Drug  Administration.  A 
number  of  new  drug  applications  and 
applications  for  product  license  for  these 
radioactive  drugs  were  filed  pursuant  to 
S  310.503  and  are  currently  being  re¬ 
viewed  by  the  Food  and  Drug  Adminis¬ 
tration. 

The  Commissioner  anticipates  that 
nearly  all  of  the  radioactive  drugs  now 
listed  in  §  310.503,  including  all  of  those 
which  are  widely  used  in  the  practice  of 
nuclear  medicine,  will  shortly  be  the 
subject  of  approved  new  drug  applica¬ 
tions  or  product  licenses. 

Therefore,  the  Commissioner  proposes 
to  amend  S  310.503  by  revising  para¬ 
graph  (d)  so  that,  if  a  manufacturer  or 
distributor  had  submitted  an  NDA  or 
application  for  product  license  or  an 
IND  for  a  radioactive  drug  by  March  3, 
1972,  as  provided  in  S  310.503,  then  that 
manufacturer  or  distributor  may  con¬ 
tinue  to  ship  that  radioactive  drug  in 
interstate  commerce  until  the  Food  and 
Drug  Administration  denies  the  NDA 
or  product  license  application  or  termi¬ 
nates  the  IND,  or  until  Judy  1,  1975, 
whichever  occurs  first.  This  proposal,  if 
adopted,  will  establish  July  1,  1975,  as 
the  final  date  by  which  all  radioactive 
drugs  now  covered  by  §  310.503  must 
have  an  approved  NDA  or  product 
license  if  they  are  to  be  introduced  into 
interstate  commerce. 

Subsequent  to  the  November  3,  1971 
order  revoking  the  exemption  from  new 
drug  requirements  for  certain  radioac¬ 
tive  drugs,  the  Atomic  Energy  Commis¬ 
sion  Identified  other  radioactive  drugs 
which  it  considered  also  had  well-estab¬ 
lished  medical  uses.  The  Commissioner 
has  reviewed  this  list  and  concludes  that 
manufacturers  and  distributors  of  these 
drugs  also  may  reasonably  be  expected 
to  submit  adequate  evidence  of  safety 
and  effectiveness  for  use  as  recom¬ 
mended  in  appropriate  labeling.  These 
drugs  should  not  be  distributed  under  in¬ 
vestigational  use  labeling  when  actually 
intended  for  use  in  medical  practice. 

Therefore,  the  Commissioner  proposes 
that  S  310.503  be  amended  by  adding  a 
new  paragraph  (f)  to  list  new  radio¬ 


nuclides  (“Isotopes”)  which,  if  con¬ 
tained  in  a  drug  and  intended  for  a  listed 
purpose,  should  be  covered  by  an  NDA  or 
product  license.  If  any  person  believes 
other  radioactive  drugs  are  widely  used 
in  medical  practice  and  should  be  added 
to  this  list,  he  is  invited  to  submit  com¬ 
ments  and  data  proposing  and  justifying 
the  addition  of  such  drugs. 

In  order  to  prevent  any  interruption 
in  the  availability  of  these  previously  ex¬ 
empted  radioactive  drugs,  special  transi¬ 
tional  steps  similar  to  those  used  in  the 
November  3,  1971,  order  are  proposed. 
Manufacturers  and  distributors  will  be 
given  until  December  31,  1974,  to  submit 
an  NDA,  application  for  product  license, 
or  IND  for  each  drug  containing  any 
of  these  radionuclides  (“isotopes”)  and 
for  a  purpose  listed  for  which  the  manu¬ 
facturer  or  distributor  does  not  have  an 
approved  NDA  or  product  license  in  ef¬ 
fect.  After  December  31,  1974,  shipment 
or  other  delivery  of  these  radioactive 
drugs  will  be  permitted  only  under  the 
investigational  requirements  of  S  312.1, 
including  the  filing  of  an  IND,  or  under 
an  approved  NDA  pursuant  to  §  314.1,  or 
under  a  product  license  pursuant  to 
§  601.2,  except  for  those  for  which  an 
NDA  or  product  license  application  is 
submitted  on  or  before  December  31, 
1974.  Commercial  distribution  of  those 
drugs  for  which  an  NDA  or  product 
license  application  is  submitted  by  De¬ 
cember  31,  1974,  will  be  permitted  for  a 
reasonable  period  of  time  without  ap¬ 
proval  of  the  NDA  or  product  license.  It 
is  impossible  to  predict  now  what 
length  of  time  wUl  be  reasonable,  be¬ 
cause  it  is  not  know  how  many  applica¬ 
tions  will  be  submitted  or  what  difficul¬ 
ties  may  arise  after  their  submissions. 

The  Commissioner  proposes  to  per¬ 
mit  the  affected  radioactive  drugs  to  be 
shipped  in  Interstate  commerce  either 
until  the  Food  and  Drug  Administra¬ 
tion  denies  the  NDA  or  product  license 
application  or  until  July  1,  1975,  which¬ 
ever  occurs  first.  The  Commissioner  will, 
however,  extend  the  cutoff  date  beyond 
July  1, 1975,  if,  after  all  applications  are 
received,  i.e.,  after  January  1,  1975,  it 
appears  that  the  period  is  unreasonably 
short. 

C.  Transitional  regulation  of  radio¬ 
active  drugs  for  investigational  use. 
While  the  exemption  of  January  8, 1963, 
is  in  effect,  investigational  use  of  radio¬ 
active  drugs  (except  those  affected  by 
the  November  3,  1971,  revocation)  is  not 
subject  to  the  requirements  of  §  312.1,  but 
rather  to  requirements  of  the  regulations 
of  the  Atomic  Energy  Commission  (10 
CPR  35.11) .  In  order  to  prevent  interrup¬ 
tion  in  on-going  research  studies  when 
the  exemption  is  revoked,  the  Commis¬ 
sioner  proposes,  in  new  paragraph  (g)  of 
§  310.503,  to  extend  the  exemption  until 
July  1,  1975,  for  any  use  which  has  been 
approved,  on  or  before  October  1,  1974, 
as  part  of  a  study  in  accordance  with  the 
requirements  of  the  Atomic  Energy  Com¬ 
mission  or  an  Agreement  State,  if  the 
manufacturer  of  the  drug  or  sponsor  of 
the  investigation  submits  to  the  Food 
and  Drug  Administration  certain  infor¬ 
mation  regarding  the  study.  Any  use 


which  has  not  been  approved  prior  to 
October  1,  1974,  even  though  the  re¬ 
search  project  had  been^previously  ap¬ 
proved,  e.g.,  where  a  protocol  is  amend¬ 
ed  after  October  1,  1974.  to  utilize  a 
radioactive  drug  in  a  way  not  originally 
planned,  must  be  in  accordance  with  the 
requirements  of  $  312.1  including  the  fil¬ 
ing  of  an  IND. 

D.  Treatment  of  radionuclides  for  cer¬ 
tain  research  uses.  Tracer  quantities  of 
certain  radionuclides  are  attached  to 
various  compounds  in  order  to  study  drug 
metabolism,  specific  physiologic  or  path¬ 
ophysiologic  processes  in  humans,  and 
the  kinetics,  distribution,  and  localiza¬ 
tion  of  the  various  “tagged”  compounds. 
Such  studies  may  not  be  related  pri¬ 
marily  to  the  health  needs  of  the  subjects 
involved  but  they  are  of  established  im¬ 
portance  in  the  advancement  of  medical 
knowledge.  The  radionuclides  may  be 
produced  by  reactor  or  accelerator  or 
may  be  naturally  occurring. 

The  Commissioner  proposes  to  deter¬ 
mine  that  under  the  following  circum¬ 
stances  the  use  of  tracer  amounts  of 
radionuclides  for  these  research  pur¬ 
poses  is  generally  recognized  as  safe  and 
effective  and  that  the  drugs  used  in  such 
studies  win  be  considered  not  to  be  “new 
drugs”  under  section  201  (p)  of  the  Fed¬ 
eral  Food,  Drug,  and  Cosmetic  Act  (21 
U.S.C.  321  (p) ) .  Because  of  this  determi¬ 
nation,  a  researcher  wiU  not  be  required 
to  comply  with  §  312.1  and  specifically 
win  not  be  required  to  file  an  IND  in 
conjunction  with  research  done  under 
the  conditions  prescribed: 

1.  The  drug  must  be  administered  at 
a  dose  that  is  pharmacologicaUy  inac¬ 
tive. 

As  a  rule,  studies  of  these  types  utilize 
drug  dosages  below  the  level  at  which 
pharmacologic  activity,  including  ad¬ 
verse  reactions,  is  produced.  When  a  drug 
is  used  at  such  dosage  levels,  it  poses  no 
hazard  measured  in  terms  of  traditional 
pharmacology.  Therefore,  the  Commis¬ 
sioner  finds  that  when  raffioactive  drugs 
are  administered  in  amounts  which 
have  been  demonstrated  not  to  produce 
clinically  detectable  pharmacologic  ac¬ 
tivity  in  human  beings,  such  drugs  are 
and  must  be  generally  recognized  as  safe 
from  the  viewpoint  of  traditional  phar¬ 
macology.  The  Commisisoner  proposes 
that  this  demonstration  be  by  reference 
to  published  literature  regarding  human 
experience  or  other  prior  valid  human 
studies. 

If  neither  published  literature  regard¬ 
ing  human  experience  nor  other  prior 
valid  human  studies  are  available  from 
which  the  threshold  of  pharmacologic 
activity  of  a  specific  drug  may  be  deter¬ 
mined,  even  the  smallest  amount  of  that 
drug  must  be  assumed  to  produce  phar¬ 
macologic  activity.  Therefore,  that  drug 
when  administered  in  any  amount  can¬ 
not  be  determined  to  be  generally  recog¬ 
nized  as  safe;  the  drug  is  considered  to  be 
a  new  drug  and  any  research  with  it  must 
meet  the  requirements  of  §  312.1,  includ¬ 
ing  filing  an  IND. 

The  Commissioner  is  concerned,  how¬ 
ever,  that  the  proposed  standard  for 
demonstrating  the  abs^ce  of  pharma¬ 
cologic  activity  may  be  unnecessarily 
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difficult  to  meet.  The  objective  of  the 
standard  is  to  establish  a  test  which  will 
assure  that  no  subject  is  at  risk  of  a 
toxic  reaction;  at  the  same  time,  the  test 
should  not  be  needlessly  burdensome.  It  is 
not  expected  that  there  will  always  have 
been  a  formal  dose-response  study  that 
w’ill  permit  precise  definition  at  a  lower 
limit  of  pharmacologic  activity.  This  ap¬ 
pears  to  be  especially  likely  for  some 
common  substances  that  occur  naturally 
1.1  th.  bixiy.  The  phrase  “human  experi¬ 
ence”  is  intended  to  encompass  both  true 
dose-response  studies  and  investigations 
which  define  such  parameters  as  the 
usual  blood  level  of  a  substance,  and 
which  may  also  define  dose  levels  which 
would  not  be  pharmacologically  active. 
The  Commissioner  specifically  Invites 
comments  on  the  appropriateness  of  the 
standard  proposed  and  welcomes  sugges¬ 
tions  for  alternative  tests. 

In  this  regard,  the  Commissioner  has 
considered  an  alternative  test,  namely, 
that  the  amount  administered  not  ex¬ 
ceed  10  percent  of  the  lowest  single  dose 
recommended  on  the  labeling,  or  if  the 
drug  has  no  approved  labeling,  10  percent 
of  the  lowest  single  dose  recommended 
by  recognized  medical  texts,  with  the 
exact  dosage  being  reviewed  by  a  peer 
committee  for  safety.  That  committee 
would  assure  that  the  dosage  could  not 
be  reduced  without  Jeopardizing  the 
quality  of  the  study  and  was  justified  by 
the  Information  sought.  The  Commis¬ 
sioner  finds  this  test  has  merit,  but  notes 
that  certain  drugs  cannot  be  generally 
recognized  as  safe  even  at  this  low  dose 
level,  e.g.,  certain  drugs  used  in  treat¬ 
ment  of  neoplastic  disease.  Thus,  to 
adopt  this  test  of  pharmacologic  safety, 
the  safety  of  each  drug  or  drug  class 
would  have  to  be  established  individually 
on  the  basis  of  published  literature  in 
order  for  the  Commissioner  to  find  that 
the  drug  is  generally  recognized  as  safe 
for  use  imder  the  conditions  set  forth. 
Tills  creates  serious  difficulties  concern¬ 
ing  the  feasibility  of  adopting  this  test 
at  this  time,  although  the  test  might 
well  serve  in  the  future  for  specified 
classes  of  drugs,  e.g.,  substance,  which 
are  naturally  occurring  in  the  human 
body. 

The  Commissioner  has  also  considered 
allowing  the  demonstration  of  phar¬ 
macologic  inactivity  to  be  by  reference 
to  animal  data. -However,  the  Commis¬ 
sioner  believes  that  prior  human  ex¬ 
perience  is  essential  for  determining 
safety  for  use  in  human  beings.  The  first 
clinical  studies  on  any  drug  must  be  done 
under  the  requirements  of  5  312.1,  in¬ 
cluding  the  filing  of  an  DID.  Thu«,  ani¬ 
mal  data  alone  cannot  be  used  to  demon¬ 
strate  the  threshold  of  pharmacologic 
activity  in  human  beings. 

2.  Radiation  exposure  may  not  exceed 
AEC  limits  for  occupational  radiation 
workers. 

When  a  pharmacologically  inactive 
amoimt  of  a  radioactive  drug  is  used,  the 
issue  of  safety  for  use  in  human  sub¬ 
jects  becomes  primarily  one  of  whether 
the  exposure  of  a  human  subject  to  the 
amount  of  radiation  involved  is  Justified 
by  the  quality  of  the  study  being  under¬ 


taken  and  the  Importance  of  the  infor¬ 
mation  it  seeks  to  obtain. 

Radiatlcm  exposure  has  been  extensive¬ 
ly  studied  in  the  last  3  decades.  Pub¬ 
lished  literature  documents  the  innced- 
ures  for  calculating  dosimetry.  Including 
radionuclide  excretion,  whole  body  reten¬ 
tion,  and  organ  distribution.  Various  or¬ 
ganizations  (including  the  Atomic  Energy 
Commission,  the  Federal  Radiation 
Council,  the  National  Council  on  Radia- 
ti(m  Protection  and  Measurements,  the 
International  Cmnmission  Radiologi¬ 
cal  Protection,  and  the  United  Nations 
Scientific  Committee  on  the  Effects  of 
Atomic  Radiation)  have  studied  the 
maximiun  safe  radiation  exposures,  on  a 
single  basis  and  on  a  cumulative  basis,  to 
human  beings.  A  consensus  has  devel¬ 
oped  in  the  literature  permitting  the  es¬ 
tablishment  of  exposure  levels  which  are 
acceptable  from  the  standpoint  of  radia¬ 
tion  safety.  A  selected  bibliography  re¬ 
garding  these  matters  is  on  file  with  the 
Hearing  Clerk,  Food  and  Drug  Adminis- 
traticm,  Rm.  4-65,  5600  Fishers  Lane, 
Rockville,  MD  20852,  and  may  be  seen 
during  working  hours,  Monday  through 
Friday. 

The  Atomic  Energy  Commission  has 
established  under  10  CFR  20.101  and 
20.102  basic  radiaticm  protection  criteria, 
including  the  specification  of  the  maxi¬ 
mum  dose  for  single  occasion  exposures 
or  maximum  cumulative  dose  for  multi¬ 
ple  exposures  per  caloidar  q\iarter  for 
occupational  radiation  workers.  The  cri¬ 
teria  have  been  operational  throughout 
the  United  States  for  over  15  years.  The 
Commissioner  believes  that  these  criteria 
provide  a  reasonable  basis  for  making  an 
initial  determination  that  a  radioactive 
drug,  when  administered  In  amounts 
below  Uie  maximum  quarterly  dose  for 
occupational  radiation  workers,  is  gen¬ 
erally  recognized  as  safe.  These  criteria 
enable  a  potential  research  subject,  in 
research  described  above,  to  make  an  in¬ 
formed  decision  regarding  participation 
in  the  study  because  he  will,  in  effect,  be 
deciding  whether  or  not  to  become  a  radi¬ 
ation  worker  for  the  duration  of  the 
study. 

The  upper  radiation  limit  for  purposes 
of  determining  that  a  radioactive  drug  is 
not  a  “new  drug”  in  no  way  suggests  that 
any  study  within  that  limit  is  satisfac¬ 
tory.  Each  study  must  be  useful  and  well 
designed,  and  radiation  exposure  involved 
must  be  reduced  to  the  minimum  neces¬ 
sary  for  the  Investigation.  Similarly,  the 
choice  of  an  upper  radiation  limit  for 
purposes  of  determining  general  recog¬ 
nition  of  safety  is  not  to  be  construed  as  a 
Food  and  Drug  Administration  guideline 
regarding  the  upper  radiation  limit  for 
an  acceptable  study  under  an  IND,  nor  a 
lower  limit  below  which  no  IND  is  re¬ 
quired.  The  limit  is  solely  for  the  pur¬ 
poses  of  determining  that  radioactive 
drugs,  when  administered  in  doses  too 
small  to  produce  a  pharmacologic  effect 
and  below  the  radiation  level  set,  and  in 
a  study  approved  and  supervised  as  out¬ 
lined  below,  are  not  “new  drugs”  under 
the  act. 

The  Commissioner  emphasizes  that  the 
criteria  provide  a  basis  for  initially  de¬ 


termining  that  a  radioactive  drug  is  gen¬ 
erally  recognized  as  safe.  The  Commis¬ 
sioner  fully  agrees  with  the  following 
statement  by  the  Naticmal  Council  <xi-- 
Radiation  Protection  and  Measurements, 
in  “Basic  Radiation  Protection  Criteria” 
(Report  No.  39,  p.  14, 1971)  : 

It  should  be  noted  that  each  proposed 
human  research  application  must  be  judged 
on  its  merits  after  review  by  competent  peers, 
and  the  dose-limiting  recommendations  for 
radiation  workers  or  the  public  do  not  apply 
to  [hiunan  subjects]  to  be  irradiated.  De¬ 
pending  on  circumstances,  larger  or  smaller 
limits  worild  be  indicated. 

The  ultimate  determination  of  safety 
rests  on  whether  the  amount  of  radiation 
exposure  is  necessary  for  the  success  of 
the  study,  and  if  so,  is  justified  by  the 
quality  of  the  study  and  by  the  signifi¬ 
cance  of  the  information  sought. 

3.  The  investigation  must  be  approved 
and  supervised  by  an  appropriate  peer 
review  group. 

Until  the  present  time,  the  question  of 
whether  a  given  study  is  safe  and  justi¬ 
fied  has  been  considered  In  the  context 
of  each  proposed  study  by  at  least  one 
of  three  different  groups:  (1)  The  Atmnic 
Energy  Commission,  through  its  expert 
panels;  (ii)  the  reviewing  bodies  of  the 
Atomic  Energy  Commission  Agreement 
States;  and  (ill)  the  Radiation  Safety 
Committees  of  so-called  “Broad  License 
Institutions”  (committees  which  have 
met  standards  set  by  the  Atomic  Ekiergy 
Commission  and  which  are  thereby  em¬ 
powered  by  the  Commission  to  review 
investigational  radionuclide  uses).  The 
experience  of  the  Atomic  Energy  Com¬ 
mission  has  been  that  these  different 
groups,  ail  of  which  are  basically  “peer 
review  groups,”  have  reviewed  individ¬ 
ual  studies  with  proper  attention  to  such 
matters  as  informed  patient  consent,  the 
quality  of  study  and  the  usefulness  of 
the  information  being  sought,  and  the 
actual  dose  of  radiation  received  by  vari¬ 
ous  parts  of  the  body  under  the  cimdi- 
tions  of  the  study.  Based  upon  the  ex¬ 
perience  of  the  Atomic  Energy  Commis¬ 
sion,  the  Food  and  Drug  Adininistratlon 
proposes  to  establish  standards  under 
which  new  peer  committees  can  be  cre¬ 
ated  to  review,  approve  or  disapprove, 
and  monitor  research  studies  involving 
radioactive  drugs.  The  Commissioner, 
upon  evaluation  of  the  experience  of  the 
Atomic  Energy  Commission  with  “peer 
review  committees”  and  the  new  require¬ 
ments  proposed  herein  for  such  commit¬ 
tees,  proposes  to  find  that  radioactive 
drugs,  when  administered  within  the 
dosage  limitations  and  in  tjrpes  of  re¬ 
search  studies  descs-ibed  in  section  D.  of 
this  preamble,  and  with  prior  approval 
and  close  scrutiny  of  “peer  review 
groups”  operating  in  accordance  with 
proposed  FDA-established  standards, 
are  generally  recognized  as  safe  from 
the  viewpoint  of  radiopharmacology. 

The  effectiveness  of  radioactive  drugs, 
when  administered  within  the  pharma¬ 
cological  and  radioactive  dosage  limit 
described,  under  proper  peer  evaluation 
and  supervision,  is  amply  documented. 
“Effective,”  in  this  Instance,  means  that 
such  radioactive  drugs,  as  used  In  these 
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Investigations,  provide  valuable  and  im¬ 
portant  information  which  is  not  read¬ 
ily  available  without  use  of  the  radioiu:- 
tive  drugs.  A  selected  bibliography 
regarding  effectiveness  is  on  file  with  the 
Hearing  Clerk,  Pood  and  Drug  Admin¬ 
istration,  and  may  be  seen  during  work¬ 
ing  hours,  Monday  through  Friday.  The 
proper  fimctionliii  of  the  peer  review 
groups  assures  that  each  study  is  useful, 
well  designed,  and  likely  to  yield  infor¬ 
mation  of  benefit  to  the  scientific  com¬ 
munity,  and  that  the  radiation  exposure 
cannot  be  reduced  without  jeopardizing 
the  investigation.  Thus,  the  Commis¬ 
sioner  proposes  to  find  that  radioactive 
drugs,  when  used  under  the  conditions 
described,  are  generally  recognized  as 
effective. 

In  summary,  based  upon  extensive 
published  literature  concerning  research 
with  “tagged”  radioactive  drugs  and  ex¬ 
posure  risks  for  occupational  radiation 
workers,  and  upon  the  absence  of  a 
known  safety  problem  apart  from  the 
potential  hazard  of  radiation  exposure, 
and  upon  the  experience  of  the  Atomic 
Energy  Commission  with  peer  review  of 
research  studies  conducted  under  its  aus¬ 
pices,  the  Commissioner  proposes  to 
conclude  that  these  drugs  are  generally 
recognized  as  safe  and  effective  when 
used  In  the  tsrpes  of  research  defined 
above  imder  certain  highly  controlled 
circumstances.  Therefore,  under  certain 
specified  circumstances  including  (1), 
that  the  amoimt  of  the  active  drug  ad¬ 
ministered  be  known  not  to  cause  any 
clinically  detectable  pharmacologic  effect 
in  human  beings,  (ii)  that  the  amoimt  of 
radiation  exposure  may  not  exceed  the 
maximum  exposiire  limits  for  occupa¬ 
tional  radiation  workers,  and  (Hi)  that 
the  investigation  be  approved  and  super¬ 
vised  by  a  peer  review  group  operating  in 
accordance  with  Food  and  Drug  Admin¬ 
istration  regulations,  drugs  tagged  by 
radionuclides  in  tracer  quantities  and 
used  in  the  types  of  research  defined 
above  will  be  considered  not  to  be  “new 
drugs”  imder  section  201  (p)  of  the  act 
(21  U.S.C.321(p)). 

The  detailed  conditions  under  which 
the  radioactive  drugs  win  be  so  con¬ 
sidered  are  set  forth  in  the  proposed 
§  370.100.  Such  radioactive  drugs  used 
outside  such  conditions  are  not  deter¬ 
mined  to  be  generally  recognized  as  safe 
and  effective  and  are  therefore  “new 
drugs”  under  section  201  (p)  of  the  act 
(21  U.S.C.  321  (p) ).  Submittal  of  an  IND 
win  be  required  If  the  study  deviates 
from  these  conditions,  e.g.,  an  investi¬ 
gation  involving  a  radioactive  drug  which 
is  given  at  a  pharmacologically  active 
dose  or  is  above  the  radiation  exposure 
limit,  or  an  investigation  involving  a 
radioactive  drug  which  meets  the  dosage 
limits  set,  but  is  not  conducted  under  re¬ 
view  of  an  FDA-approved  Radiation 
Safety  Committee, 

The  proposed  determination  that 
radioactive  drugs  are  not  “new  drugs”  for 
certain  basic  research  uses  does  not  in¬ 
clude  the  research  intended  to  demon¬ 
strate  the  clinical  effectiveness  of  any 
drug,  l.e.,  the  so-called  “clinical  trial.” 
The  Commissioner  wishes  to  make  it 
clear,  however,  that  a  study  is  not  ex¬ 


cluded  merely  because  it  has  potential 
clinical  relevance.  Thus,  the  initial 
investigations  that  deixionstrate  the 
localization  of  a  drug  in  a  particular 
organ  or  fluid  space  and  determine  the 
kinetics  of  that  localization  should  be 
considered  basic  research.  In  contrast, 
the  evaluation  of  the  drug  as  a  clinical 
tool.  Including  comparison  writh  other 
agents,  should  be  considered  as  part  of 
a  clinical  trial  and  subject  to  the  re¬ 
quirements  of  S  312.1. 

The  proposed  determination  regarding 
new  drug  statiis  does  not  alter  the  re¬ 
quirement  luider  S  312.1  that  every  study, 
including  any  radioactive  tracer  study, 
conducted  as  part  of  the  evaluation  of 
any  drug  imder  that  section,  shall  be 
carried  out  in  compliance  with  that 
section  rather  than  pursuant  to  pro¬ 
posed  S  370.100. 

The  Food  and  Drug  Administration 
may  review  any  specific  research  study 
at  any  time  to  determine  that  it  is  within 
the  purposes  and  restrictions  of  S  370.- 
100.  If  it  is  found  that  a  research  project 
uses  a  radioactive  drug  for  a  purpose 
or  in  any  wray  that  is  not  encompassed 
in  the  Commissioner’s  findings  that  such 
drug  is  generally  recognized  as  safe  and 
effective,  the  Food  and  Drug  Administra¬ 
tion  will  take  necessary  steps  to  assure 
compliance  with  the  act. 

The  proposed  §  370,100  contains  the 
criteria  under  which  a  radioactive  drug 
will  be  considered  not  to  be  a  “new  drug” 
or  under  which  a  radioactive  biologic 
will  be  considered  licensed.  These  are 
(1)  that  an  FDA-approved  Radiation 
Safety  Committee  review  the  proposed 
study  and  make  certain  determinations 
regarding  its  safety  and  merit;  (11)  that 
the  amount  of  pharmaceutical  ingredi¬ 
ents  administered  be  demonstrated  not 
to  cause  a  clinically  detectable  pharma¬ 
cologic  effect  in  human  beings;  and  (ill) 
that  the  amount  of  radioactivity  to 
which  the  patient  is  exposed  be  the  mini¬ 
mum  amoimt  practicable  for  the  study 
and  in  no  event  exceed  the  current^ 
permitted  occupational  exposure  limits 
for  the  radionuclide.  A  Radiation  Safety 
(Committee  must  meet  certain  standards 
regarding  membership,  and  must  agree 
to  comply  with  Food  and  Drug  Admin¬ 
istration  regulations,  before  obtaining 
Food  and  Drug  Administration  approvaL 
Once  approved,  the  Radiation  Safety 
Committee,  in  approving  indivlduid 
studies,  must  assure  that  each  study 
satisfies  certain  specified  requirements. 
Including  qualifications  of  investigators, 
selection  and  consent  of  human  research 
subjects,  quality  controls  for  the  radio¬ 
active  drug,  standards  for  the  research 
protocol,  and  monitoring  of  adverse  re¬ 
actions.  These  requirements  are  all  con¬ 
tained  in  the  proposed  §  370.100.  The 
Food  and  Drug  Administration  will  per¬ 
mit  each  Radiation  Safety  Conunittee  to 
develop  its  own  working  relationship  with 
the  Institutional  Review  Committee  in 
the  same  institution.  The  Radiation 
Safety  Committee  may  serve  as  a  sub¬ 
committee  of  an  Investigational  Review 
Committee,  or  operate  Independently. 
The  Food  and  Drug  Administration  wdll 
also  permit  a  Radiation  Safety  Commit¬ 
tee  to  perform  functions  required  by  the 


Atomic  Energy  Commission  and  appro¬ 
priate  State  and  local  officials  respon¬ 
sible  for  licensing  persons  engaged  in 
possession  and  use  of  radioactive  drugs. 

The  proposed  S  370.100  also  contains 
specific  requirements  regarding  the  label 
and  labeling  for  a  radioactive  drug  in¬ 
tended  for  use  pursuant  to  the  section. 
Because  of  the  closely  circumscribed  con¬ 
ditions  for  use  set  forth  in  the  section, 
the  Commissioner  finds  that  the  require¬ 
ments  of  section  502(f)  (1)  of  the  act 
regarding  Inclusion  of  adequate  direc¬ 
tions  for  use  on  the  labeling  are  not 
necessary  for  the  protection  of  the  pub¬ 
lic  health.  Therefore,  the  proposed 
S  370.100  and  the  proposed  amendment 
to  §  1.106  as  a  cross-reference  to 
S  370.100,  include  an  exception  frmn  sec¬ 
tion  502(f)  (1)  of  the  act  if  certain  other 
requirements  are  met.  These  require¬ 
ments,  taken  together  with  requirements 
Imposed  by  sections  502  (b)  and  (e)  of 
the  act,  will  mean  that  all  labels  and 
labeling  must  contain  (i)  the  established 
name  of  the  drug,  if  any;  (11)  the  estab¬ 
lished  name  and  quantity  of  each  active 
Ingredient;  (ill)  the  name,  quantity  and 
half-life  of  the  radionuclide;  (iv)  the 
name  and  address  of  the  manufacturer, 
packer  or  distributor;  (v)  the  net  con¬ 
tents;  (vl)  an  identifying  lot  or  control 
number;  (vli)  a  prescription  legend;  and' 
(vlil)  a  statement  reading  “To  be  admin¬ 
istered  in  compliance  with  the  require¬ 
ments  of  Federal  regulations  for  radio¬ 
active  drugs  for  research  use  (21  CFR 
370.100)  ”.  Furthermore,  if  the  drug  is  in¬ 
tended  for  parenteral  use,  the  label  shall 
contain  a  statement  as  to  whether  or  not 
the  drug  is  sterile.  The  other  label  and 
labeling  requirements  of  section  502  of 
the  act  remain  in  force,  where  applicable. 
The  Food  and  Drug  Administration  will 
also  permit  the  label  and  labeling  to  con¬ 
tain  information  required  by  the  Atomic 
Energy  Commission  or  by  State  authori¬ 
ties  who  regffiate  radioactive  materials. 

At  this  time  the  Commissioner  is  not 
proposing  any  additional  regulations  per¬ 
taining  to  current  good  manufacturing 
practices  regarding  radioactive  drugs,  or 
additional  reports  to  be  filed  by  manu¬ 
facturers  of  such  drugs.  These  matters 
remain  imder  study  and  will  be  handled 
in  a  subsequent  proposaL 

E.  Relationship  between  regulation  by 
the  Food  and  Drug  Administration  and 
licensing  for  use  of  reactor-produced 
materials  by  the  Atomic  Energy  Commis¬ 
sion  and  Agreement  States,  The  Atomic 
Energy  Commission,  imder  authority  of 
the  Atomic  Energy  Act,  and  in  order  to 
ensure  the  safe  handling  of  radioactive 
materials,  will  continue  to  license,  di¬ 
rectly  or  in  cooperation  with  the  States, 
persons  engaged  in  the  possession,  use, 
or  transfer  of  reactor-produced  radio¬ 
nuclides  including  radioactive  drugs.  A 
number  of  States,  under  working  agree¬ 
ments  with  the  Atomic  Energy  Commis¬ 
sion  under  Federal  law,  license  persons 
engaged  in  the  possession,  use,  or  trans¬ 
fer  of  reactor-produced  radionuclides  in 
their  respective  States.  The  Atomic  En¬ 
ergy  Commission  retains  responsibility 
for  licensing  such  persons  in  those  States 
where  no  such  working  agreements 
exist. 
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In  order  to  avoid  duplicative  require¬ 
ments  by  FDA  and  AEG  in  licensing  of 
persons  engaged  in  the  manufacture  and 
distribution  of  reactor-produced  radio¬ 
active  drugs,  the  Atomic  Energy  Com¬ 
mission  and  a  number  of  States  have 
agreed  that  they  will  use,  as  one  precon¬ 
dition  for  licensing  such  a  person,  evi¬ 
dence  that  an  IND  concerning  use  of 
a  radioactive  drug  by  such  person  has 
been  accepted  by  the  Food  and  Drug 
Administration  or  that  the  Food  and 
Drug  Administration  has  approved  an 
NDA  or  product  license  application  sub¬ 
mitted  by  such  person  concerning  the 
radioactive  drug.  In  the  event  that  the 
radioactive  drug  is  being  used  under  the 
conditions  generally  recognized  as  safe 
and  effective,  the  Atomic  Energy  Com¬ 
mission  and  the  Agreement  States  will 
use,  as  one  precondition  for  licensing, 
notification  by  the  appropriate  FDA- 
approved  Radiation  Safety  Committee 
that  it  has  approved  the  proposed  study 
in  accordance  with  Food  and  Dnig  Ad¬ 
ministration  regulations.  The  Food  and 
Drug  Administration  will  provide  the 
Atomic  Energy  Commission  and  appro¬ 
priate  State  officials  with  a  complete  and 
current  list  of  all  FDA-approved  Radia¬ 
tion  Safety  Committees. 

In  order  to  notify  the  Atomic  Energy 
Commission  and/or  appropriate  State 
officials  that  an  IMD  has  been  accepted, 
however,  the  Food  and  Drug  Administra¬ 
tion  needs  the  consent  of  the  sponsor 
of  the  IND.  In  order  to  provide  a  mecha¬ 
nism  for  obtaining  this  consent,  the  Com¬ 
missioner  pr(HX>ses  to  amend  S  312.1,  by 
adding  a  new  item  16  to  Form  FD-1571, 
to  request  that  persons  submitting  a  “No¬ 
tice  of  Claimed  Investigational  Exemp¬ 
tion  for  a  New  Drug”  for  a  radioactive 
drug  include  a  summary  of  the  informa¬ 
tion  contained  therein  and  authorization 
for  the  Food  and  Drug  Administration  to 
furnish  such  summary  to  appropriate 
Federal  and  State  officials  for  their  use 
in  licensing  such  persons  to  possess,  use, 
or  transfer  the  radioactive  drug  in  a 
particular  State  or  States.  The  Commis¬ 
sioner  also  proposes  to  amend  9  312.1,  by 
adding  a  new  item  6.i  to  Form  FD-1572 
and  a  new  item  4.1  to  Form  FD-1573,  to 
request  an  Investigator  to  acknowledge 
in  his  “Statement  of  Investigator”  that 
he  imderstands  and  agrees  that  the  in¬ 
formation  he  submits  to  the  sponsor  re¬ 
garding  any  radioactive  drug  may  be 
furnished  in  a  summarized  form  to  ap¬ 
propriate  Federal  and  State  officials.  The 
Food  and  Drug  Administration  is  re¬ 
questing  sponsors  and  investigators  to 
submit  voluntarily  such  summaries  and 
authorizations.  While  failure  to  submit 
such  information  would  not  be  grounds 
for  termination  of  the  claimed  investiga¬ 
tional  exemption  \mder  5  312.1,  the  Food 
and  Drug  Administration  would  not  be 
able  to  furnish  verification  to  the  Atomic 
Energy  Commission  and  the  States  that 
a  proper  IND  has  been  filed.  Without 
such  confirmation,  licensing  cannot  be 
accomplished  by  Federal  and  State 
officials. 

F.  Relationships  between  the  Food  and 
Drug  Administration  and  licensing  for 
use  of  non-reactor-produced  materials  by 


all  States.  Persons  handling  accelerator- 
produced  or  naturally  occurring  radionu¬ 
clides,  which  are  not  subject  to  control 
by  the  Atomic  Energy  Commission,  are 
licensed  in  various  ways  by  the  individual 
States  and  localities.  Upon  request  of  any 
State  or  locality  with  licensing  authority, 
the  Food  and  Drug  Administration  will 
follow  the  procedures  outlined  in  para¬ 
graph  E  of  this  preamble  in  order  to 
assist  in  licensing  persons  to  handle  non¬ 
reactor-produced  radioactive  material  in 
connection  with  radioactive  drug  re¬ 
search,  diagnosis,  therapy,  or  other  medi¬ 
cal  and  scientific  research. 

Accordingly,  ptirsuant  to  the  provisions 
of  the  Federal  Food,  Drug,  and  Cosmetic 
Act  (sec.  505,  701(a),  52  Stat.  1052-53, 
as  amended.  1055;  21  UJS.C.  351, 371(a)). 
and  to  the  provisions  of  the  Public 
Health  Service  Act  (sec.  351, 58  Stat.  702, 
as  amended;  42  n.S.C.  262),  and  under 
authority  delegated  to  him  (21  CFR 
2.120),  and  In  cooperation  with  the 
Atomic  Energy  Commission,  the  Commis¬ 
sioner  of  Food  and  Drugs  proposes  to 
amend  Parts  1,  310,  312,  and  370  of  Title 
21  of  the  Code  of  Federal  Regulations 
as  follows: 

PART  1— REGULATIONS  FOR  THE  EN¬ 
FORCEMENT  OF  THE  FEDERAL  FOOD, 

DRUG,  AND  COSMETIC  ACT  AND  THE 

FAIR  PACKAGING  AND  LABELING  ACT 

1.  In  9  1.106  by  adding  a  new  para¬ 
graph  (p)  to  read  as  follows: 

§  1.106  Drugs  and  dodces;  directions 

for  use. 

•  •  *  •  • 

(p)  Exemption  for  radiocative  drugs 
for  research  uses.  A  radioactive  drug  in¬ 
tended  for  administration  to  hmnan  re¬ 
search  subjects  during  the  course  of  a 
research  project  Intended  to  obtain  basic 
research  information  regarding  metabo¬ 
lism  (Including  kinetics,  distribution,  and 
localization)  of  a  radioactively  labeled 
drug  or  regarding  human  physiology, 
pathophysiology,  or  biochemistry  (but 
not  intended  for  immediate  therapeutic, 
diagnostic,  or  similar  purposes),  under 
the  conditions  set  forth  in  9  370.100  of 
this  chapter,  shall  be  exempt  fixun  sec¬ 
tion  502(f)(1)  of  the  act  if  the  pack¬ 
aging,  label,  and  labeling  are  in  compli¬ 
ance  with  9  370.100(f)  of  this  chapter. 


PART  310->NEW  DRUGS 

2.  By  amending  9  310.503  by  revising 
paragraph  (d),  and  adding  new  para¬ 
graphs  (f),  (g),  and  (h),  to  read  as 
follows: 

§  310.503  Requirements  regarding  cer¬ 
tain  radioactive  drugs. 

•  •  •  •  • 

(d)  (1)  In  view  of  the  extent  of  ex¬ 

perience  with  the  isotopes  Usted  in  para¬ 
graph  (c)  of  this  section,  the  Atomic 
Energy  Commission  and  the  Food  and 
Drug  Administration  conclude  that  such 
isotopes  should  not  be  distributed  under 
investigational-use  labeling  when  they 
are  actually  intended  for  use  in  medical 
practice. 

(2)  The  exemption  referred  to  in 
paragraph  (a)  of  this  section,  as  applied 


to  any  drug  or  biologic  containing  any 
of  the  Isotopes  listed  in  paragraph  (c) 
of  this  section.  In  the  “chemical  form” 
and  intended  for  the  uses  stated,  is 
terminated  on  March  3.  1972,  except  as 
provided  in  paragraph  (d)(3)  of  this 
section. 

(3)  The  exemption  referred  to  in  para¬ 
graph  (a)  of  this  section,  as  applied  to 
any  drug  or  biologic  containing  any  of 
the  Isotopes  listed  in  paragraph  (c)  of 
tl  is  section,  in  the  “chemical  form”  and 
intended  for  the  uses  stated,  for  which 
drug  a  new  drug  application  or  a  “Notice 
of  Claimed  Investigational  Exemption 
for  a  New  Drug”  was  submitted  prior  to 
March  3.  1972,  or  for  which  biologic  an 
application  for  product  license  or  “No¬ 
tice  of  Claimed  Investigational  Exemp¬ 
tion  for  a  New  Drug”  was  submitted 
prior  to  March  3.  1972,  is  terminated 
either  upon  Issuance  of  a  nonapprovable 
notice  for  the  new  drug  application  or 
application  for  product  license  or  term¬ 
ination  of  the  “Notice  of  Claimed  In¬ 
vestigational  Exemption  for  a  New 
Drug,”  or  on  July  1,  1975,  whichever 
occxurs  first. 

•  •  *  •  • 

(f)  (1)  Based  on  its  experience  in 
regulating  investigational  radioactive 
pharmaceuticals,  the  Atomic  Energy 
Commission  has  c(Hnplled  a  list  of 
reactor-produced  Isotopes  for  which  it 
considers  that  applicants  may  reason¬ 
ably  be  expected  to  submit  adequate  evi¬ 
dence  of  safety  and  effectiveness  for  use 
as  recommended  in  appropriate  label¬ 
ing;  such  use  may  include,  among 
others,  the  uses  in  this  tabulation: 


l80tov>e 

Chemical  fonn 

Use 

PliUMlne  18. 

Fluoride . 

Bone  Imaging. 

Techne- 

Human  serum 

Lung  Imaging. 

tiam 

albumin  micro- 

09in. 

spheres. 

Do . 

Dlethylenetriamlne 

Kidney  Imaging; 

pentaacetlc  add 

kidney  function 

(8n). 

studies. 

Do . 

. do . . 

Brain  Imaging. 

Do . 

Polyphoephates . 

Technetated  aegre- 
gated  albumin 
(human). 

.  Boneimafring. 

Do . 

Lung  imaging. 

Do . 

D1  sodium 

Bone  imaging. 

etidronate. 

(2)  In  view  of  the  extent  of  experience 
with  the  isotopes  Usted  in  paragraph  (f ) 
(1)  of  this  section,  the  Atomic  Energy 
Commission  and  the  Food  and  Drug  Ad¬ 
ministration  conclude  that  they  should 
not  be  distributed  under  investigation  al- 
use  labeUng  when  they  are  actually  in¬ 
tended  for  use  in  medical  practice. 

(3)  Any  manufacturer  or  distributor 
interested  in  continuing  to  ship  in  inter¬ 
state  commerce  drugs  containing  the 
isotopes  listed  in  paragraph  (f)(1)  of 
this  section  for  any  of  the  indications 
listed,  shall  submit,  on  or  before  Decem¬ 
ber  31, 1974,  to  the  Bureau  of  Drugs,  Food 
and  Drug  Administration,  5600  Fishers 
Lane,  RockvlUe,  MD  20852,  a  new  drug 
application  or  a  “Notice  of  CHaimed  In¬ 
vestigational  Exemption  for  a  New  Drug” 
for  each  such  drug  for  which  the  manu¬ 
facturer  or  distributor  does  not  have  an 
approved  new  drug  appUcation  pursuant 
to  section  505(b)  of  the  act.  M  the  drug 
is  a  biologic,  a  “Notice  of  Claimed  In¬ 
vestigational  Exemption  for  a  New  Drug" 
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tx  an  appIlcatloQ  for  a  license  under  sec- 
tk»  351  tbe  PabDc  Healtb  Service  Ad 
be  submitted  to  tbe  Bureoa  of 
Biologies.  Food  ^.nd  Drug  Admlnistratloo, 
8800  Rockville  Pike,  Bethesda,  MD  90014. 
In  lieu  of  any  submission  to  the  Bureau 
of  Drugs. 

(4)  The  exwnptlon  referred  to  In  peut^ 
graph  (a)  (rf  this  seettem,  as  applied  to 
any  drug  or  biologic  containing  any  of 
the  isotopes  listed  In  paragraph  (D  (1) 
of  this  section.  In  the  “chemical  form" 
and  intended  for  the  uses  stated.  Is 
terminated  on  January  1,  1975,  except  sis 
provided  In  psu’sigraph  (D  (5)  of  this 
section. 

(5)  The  exemption  referred  to  In  psira- 
graph  (a)  of  this  sectlcm.  as  applied  to 
any  drug  or  biologic  containing  smy  of 
the  Isotopes  listed  In  paragraph  if)  (1) 
of  this  section.  In  the  “chemical  form* 
and  intended  for  the  uses  stated,  for 
which  drug  a  new  drug  application  or  a 
“Notice  of  Claimed  Investigational  Ex¬ 
emption  for  a  New  Drug“  wsis  submitted 
to  the  Biu^au  of  Drugs  prior  to  Jsmuary 
1, 1975,  or  for  which  biologic  an  applica¬ 
tion  for  product  license  or  “Notice  of 
Claimed  Investigational  Exemption  for  a 
New  Drug"  was  submitted  to  toe  Bureau 
of  Biologies  prior  to  January  1.  1975,  is 
terminated  either  upon  Issuance  of  an 
nonapprovable  notice  for  toe  new  drug 
application  or  application  for  product 
license  or  termination  of  toe  “Notice  of 
Claimed  Investigational  Exemption  for  a 
New  Drug,”  or  on  July  1, 1975,  whichever 
occurs  first. 

(g)  The  exemption  referred  to  In  para¬ 
graph  (a)  of  this  section,  as  applied  to 
any  drug  intended  solely  for  investiga¬ 
tional  use  as  part  of  a  research  project, 
which  xise  had  been  approved  on  or  be¬ 
fore  October  1.  1974,  In  accordance  with 
10  CFR  35.11  (or  equivalent  regulation  of 
an  Agreement  State)  Is  terminated  on 
July  1, 1975,  If  toe  manufacturer  of  such 
drug  or  toe  sponsor  of  toe  Investigation 
of  such  drug  submits  on  or  before  De¬ 
cember  31,  1974,  to  the  Food  and  Drug 
Administration,  Bureau  of  Drugs.  HF7>- 
150,  5600  Fishers  Lane,  Rockville,  MD 
20852,  the  following  information: 

(1)  The  research  project  title; 

(2)  A  brief  description  of  toe  purpose 
of  the  project; 

(3)  The  name  of  toe  Investigator  re¬ 
sponsible; 

(4)  The  name  and  license  number 
toe  institution  holding  toe  specific  li¬ 
cense  under  10  C3FR  35.11  (<mp  equivalent 
regiilatlon  of  an  Agreement  State) ; 

(5)  The  name  and  maximiun  amount 
per  subject  of  toe  radionuclide  used; 

(6)  The  number  of  subjects  Involved; 
and 

(7)  The  date  on  which  the  adminis¬ 
tration  of  the  radioactive  drugs  Is  ex¬ 
pected  to  be  completed. 

(h)  The  exemption  referred  to  in  par- 
agraidi  (a),  as  tilled  to  any  drug  not 
referred  to  In  paragraphs  (d),  <D.  and 

i  (g)  of  this  seetton.  Is  terminated  on  Jan- 
Inary  1. 1975. 


PART  312— NEW  DRUGS  FOR 
INVESTIGATIONAL  USE 

S  312.1  [Amended] 

3. mi  312.1: 

a.  By  amending  Form  FD-1571  set 
forth  In  paragraph  (a)  (2)  by  adding  a 
new  item  6.d,  by  adding  a  flush  para¬ 
graph  to  item  10.a.  and  by  adding  a  new 
Item  16;  by  amending  Form  PD-1572 
set  forth  in  paragraph  (a)  (12)  by  adding 
a  new  item  6i;  and  by  amending  Form 
FD-157S  set  forth  In  paragraph  (a)  (13) 
by  adding  a  new  It^  41,  as  f<dlows: 

(a)  •  •  • 

(2)  •  •  • 

Poem  PI>-1671 

•  •  •  •  • 

«.  •  •  • 

d.  If  the  dmg  Is  s  radioactive  drug,  sufD- 
clent  data  must  be  available  from  animal 
studies  or  previous  htimaa  studies  to  anew 
a  reasonable  calculatloii  of  radiation  ab¬ 
sorbed  dose  upon  administration  to  a  human 
being. 

•  •  •  •  • 

10.  •  •  • 
a.  •  •  • 

If  a  drug  Is  a  radioactive  drug,  the  clinical 
pharmacology  phase  must  Include  studlee 
Which  win  obtain  sufflclent  data  for  dosl- 
metay  calculations.  These  studies  should 
evaluate  the  excretion,  whole  body  reten¬ 
tion,  and  organ  distribution  of  the  radio¬ 
active  mat^iaL 

•  •  •  •  • 

16.  If  the  drug  Is  a  radioactive  drug,  a 
summary  of  lnformatl<m  and  authorlzatk>n 
for  release  to  appropriate  Federal,  State  and 
local  officials  shall  be  Included  In  the  fol¬ 
lowing  format: 

Badioactivx  Drugs  toe  Investigational  Use 

SUMMAET  or  INFOBMATION 

a.  Name  and  address  of  the  sponaor. 

b.  Name  of  the  mvesUgaUonal  radlofMJtlve 
drug. 

o.  Descaiptlon  of  the  investigational  radlo- 
aotlve  drug  Including  the  generic  name  of 
the  drug.  Its  and  physical  form, 

and  whether  the  radloectlvlty  Is  natuzaUy 
occurring,  arOficlaily  produced,  or  produced 
by  nuclear  tlaslon. 

d.  Names  and  addressee  of  all  Investigators 
and  their  affiliated  Instltutlona. 

e.  Purpose  of  the  clinical  trial,  e.g.,  diag¬ 
nostic.  therapeutlo,  etc. 

f.  Number  of  subjects  to  be  studied  by  each 
Investigator  and  criteria  for  subject  seleottoa 
by  age,  sex,  and  condition,  eg.,  normal 
healthy  volunteer,  sick  vduniteer,  etc. 

g.  Dosage,  l.e.,  ranges  and  route  of  admin¬ 
istration. 

h.  Duration  of  tbe  clinical  Investigation. 

L  A  statement  as  to  whether  or  not  the 
Investigation  will  be  subject  to  the  review 
of  an  InsUtutlansJ  review  committee. 

j.  A  statement  that  the  sponsor  authorizes 
the  Food  and  Drug  Administration  to  release 
this  summary  of  Information,  In  whole  or  In 
pert,  to  appropriate  Federal,  State,  or  local 
dBctels  for  their  use  In  licensing  persons  to 
possess,  handle,  or  transfer  the  Investlga* 
tlonal  ladloaottve  drug  In  a  particular  state 
or  locality. 


Per. 


(Sponaor) 

(Indicate  Authority) 


Note:  This  summary.  If  released  by  the 
Food  and  Drug  Administration  to  approprl- 
ats  Federal,  State,  or  local  offidala.  will  have 
attached  to  It  by  the  Food  and  Drug  Admin¬ 
istration  the  number  of  the  datmed  Investi¬ 
gational  exemption,  the  date  of  receipt  of  the 
claimed  Investigational  exemption  by  the 
Food  and  Drug  Administration,  and  a  state¬ 
ment  as  to  whether  the  Food  and  Drug  Ad¬ 
ministration  has  requested  tbe  sponaor  to 
continue  to  withhold  or  to  restrict  use  of  the 
drug  in  human  subjects  after  the  expiration 
of  the  30-day  Interval  provided  for  In  i  313.1 
(a)  (3)  of  Title  31  of  the  Code  of  Federal 
Regulations. 

•  •  •  •  • 

(12)  •  •  • 

Form  FD  1573 

•  •  «  •  • 

6.  •  •  • 

L  The  Investigator  understands  and  agrees 
that  the  information  submitted  by  him  to 
the  sponsor  regarding  any  radioactive  drug 
may  be  fumlffiied  In  a  summarized  form  to 
apprc^rlate  Federal.  State,  and  local  of¬ 
ficials  for  thetr  use  In  licensing  persons  to 
possess,  handle,  or  transfer  tbe  radioactive 
drug  In  a  particular  state  or  locality. 

•  *  •  •  • 

(13)  •  •  • 

Form  FD  1573 

•  •  •  •  • 

4.  •  •  • 

L  The  Investigator  understands  and  agrees 
that  the  information  submitted  by  to 
the  sponsor  regarding  any  radioactive  drug 
may  be  furnished  In  a  summarized  form  to 
appropriate  Federal,  State,  and  local  of¬ 
ficials  for  their  use  In  licensing  persons  to 
possess,  handle,  or  transfer  the  radioactive 
drug  In  a  particular  state  or  locality. 

•  •  •  •  • 

b.  By  deletin?  In  its  entirety,  effective 
January  1,  1975,  toe  “Note”  regarding 
an  order  of  toe  Commissioner  of  Food 
and  Drugs  published  In  toe  Feoxeal 
Register  on  January  8,  1963  (28  FR 
183) ,  as  it  appears  at  toe  end  of  S  312.1. 


PART  370— PRESCRIPTION  HUMAN 

DRUGS  GENERALLY  RECOGNIZED  AS 
SAFE  AND  EFFECTIVE  AND  NOT  MIS¬ 
BRANDED 

4.  By  adding  a  new  Part  370,  to  cmi- 
slst  at  this  time  of  the  following: 

SUBPART  A— DEFINITIONS  AND  PROCEDURES 
[ RESERVED ] 

SUBPART  B— DRUG  MONOGRAPHS 

Sec. 

370.100  Radioactive  drugs  for  certain  re¬ 
search  uses. 

Authoritt:  Federal  Food,  Drug,  and  Cos¬ 
metic  Act,  Sec.  505,  701(a).  63  Stat.  1052-53, 
as  amended.  1055;  (21  n.S.0.  356,  371(a); 
PubUc  Health  Sra^ce  Act,  Sec.  361,  68  Stat. 
703,  as  amended.  (43  ITJS.C.  262);  21  CFR 
3.120. 

Subpart  A — Definitions  and  Procedures 
[  Reserved  ] 

Subpart  B — Drug  Monographs 

§  370.100  Radioactive  drugs  for  certain 
research  uses. 

(a)  Radioactive  drugs  are  generally 
recognized  as  safe  and  effective  when  ad¬ 
ministered,  tmder  toe  conditioDs  set  j 
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forth  in  paragraph  (b)  of  this  sec¬ 
tion.  to  human  research  subjects  during 
the  course  of  a  research  project  intended 
to  obtain  basic  research  information  re¬ 
garding  the  metabolism  (including  ki¬ 
netics.  distribution,  and  localization)  of 
a  radioactively  labeled  drug  or  regarding 
human  physiology,  pathophysiology,  or 
biochemistry,  but  not  Intended  for  im¬ 
mediate  therapeutic,  diagnostic,  or' 
similar  purposes.  Certain  basic  research 
studies,  e.g.,  studies  to  determine 
whether  a  drug  localizes  in  a  particular 
organ  or  fluid  space  and  to  describe  the 
kinetics  of  that  localization,  may  have 
eventual  therapeutic  or  diagnostic  im¬ 
plications.  but  the  Initial  studies  are 
considered  to  be  basic  research  within 
the  meaning  of  this  section. 

(b)  The  conditions  under  which  use  of 
radioactive  drugs  for  research  are  con¬ 
sidered  safe  and  effective  are: 

(1)  Approval  by  Radiation  Safety 
Committee.  A  Radiation  Safety  Cnmmlt- 
tee.  ccmiposed  and  approved  by  the  Food 
and  Drug  Administration,  in  accordance 
with  paragn4>h  (c)  of  this  section,  has 
determined,  in  accordance  with  the 
standards  set  forth  in  paragraph  (d)  of 
this  section,  that: 

(1)  The  pharmaceutical  dose  is  within 
the  limits  set  forth  in  paragrc^h  (b)  (2) 
of  this  section; 

(il)  The  radiation  dose  is  within  the 
limits  set  forth  in  paragraph  (b)  (3)  of 
this  section; 

(ill)  The  radiation  exposure  is  justi¬ 
fied  by  the  quality  of  the  study  being 
undertaken  and  the  Importance  of  the 
Information  It  seeks  to  obtain; 

(Iv)  The  study  meets  the  other  re¬ 
quirements  set  forth  in  paragraph  (d)  of 
this  section  regarding. qualifications  of 
the  Investigator,  proper  licensure  for 
handling  radioactive  materials,  s^ection 
and  consent  of  research  subjects,  quality 
of  radioactive  drugs  us^,  research 
protocol  design,  reporting  of  adverse  re¬ 
actions,  and  approval  by  an  apprc^riate 
Institutional  Review  Committee;  and 

(V)  The  use  of  the  radioactive  drug  in 
human  subjects  has  the  approval  of  the 
Radiation  Safety  Ccmimittee. 

(2)  Umtt  on  pharmaceutical  dose. 
The  amount  of  active  idiarmaceutlcal 
ingredi^t  or  combination  of  active 
pharmaceutical  ingredients  to  be  admin¬ 
istered  shall  be  known  not  to  cause  any 
clinically  detectable  pharmacological  ef¬ 
fect  in  human  beings. 

(3)  Limit  on  radioactive  dose.  The 
amoimt  of  radioactive  material  to  be  ad¬ 
ministered  shall  be  such  that  the  subject 
is  exposed  to  the  smallest  amount  of 
radioactivity  with  which  it  is  practical 
to  perform  the  study  without  Jeopardiz¬ 
ing  the  quality  of  ^e  study.  In  no  elr- 
ciunstances,  however,  may  the  amount 
exceed  any  of  the  currently  permitted 
occupational  exposure  limitations  for  the 
radionuclide  under  the  most  analogous 
conditions.  For  whole  body  exposure  for 
adult  research  subjects,  the  maximum 
permissible  limitations  are  as  follows: 

Rem 


Sixigle  exposure _  S 

Quarterly  cumulative _  t 

Yearly  cumulative _  • 


For  critical  organ  exposure  for  adult  re¬ 
search  subjects,  the  maximum  permis¬ 
sible  limitations  are  as  follows: 

Rem 


Single  exposure _ 6 

Quarterly  cumulative _  6 

Yearly  cumulative _ 16 


For  a  research  subject  under  18  years  of 
age  at  his  last  birthday,  the  maximum 
permissible  whole  body  and  critical  organ 
exposure  limitations  are  10  percent  of 
the  foregoing.  Numerical  definitions  of 
exposure  shall  be  based  on  an  absorbed 
fraction  method  of  radiation  absorbed 
dose  calculation,  such  as  the  system  set 
forth  by  the  Medical  Internal  Radiation 
Dose  Committee  of  the  Society  of  Nu¬ 
clear  Medicine,  or  the  syst^  set  forth 
by  the  International  Committee  of  Radi¬ 
ation  Protection. 

(c)  A  Radiation  Safety  Committee,  in 
order  to  comply  with  paragraph  (b)(1) 
of  this  section,  shall  be  composed,  shall 
function,  and  shall  (>btain  and  maintain 
approval  of  the  Food  and  Drug  Admin¬ 
istration  in  conformity  with  the  follow¬ 
ing: 

(1)  Membership.  A  Radiation  Safety 
Committee  shall  consist  of  at  least  five 
individuals  qualified  in  varied  disciplines 
pertinent  to  the  field  of  nuclear  medicine 
(e.g.,  radiology,  internal  medicine,  clini¬ 
cal  pathology,  hematology,  endocrinol¬ 
ogy,  radlaticm  ther£q>y,  radiation  physics, 
radiation  biophysics,  health  physics,  and 
radiopharmacy),  Including  a  physician 
recofi^fized  as  a  specialist  in  nuclear 
medicine,  a  person  qualified  by  training 
and  experience  to  formulate  radioactive 
drugs,  and  other  persons  with  special 
competence  in  radiation  safety  and  radi¬ 
ation  dosimetry.  Membership  shall  be 
sufficiently  diverse  to  permit  expert  re¬ 
view  of  the  technical  and  scientific  as¬ 
pects  of  proposals  submitted  to  the  com¬ 
mittee.  The  addition  of  consultants  In 
other  pertinent  medical  disciplines  is  en¬ 
couraged.  A  Radiation  Safety  Committee 
shall  be  either  associated  with  a  medical 
institution  operated  for  care  of  patients 
and  with  sufficient  scientific  expertise  to 
allow  for  selectl(m  of  committee  members 
from  its  faculty,  or  with  a  committee  es¬ 
tablished  by  a  State  authority  to  provide 
advice  on  radiation  health  matters.  Joint 
committees  mvolving  more  than  one 
medical  institution  which  have  been  es¬ 
tablished  in  order  to  achieve  a  high  level 
and  diversity  of  experience  will  be  ac¬ 
ceptable.  The  Director  of  the  Bureau  of 
Dnigs  may  modify  any  of  the  foregoing 
requirements  in  a  particular  situation 
where  alternative  factors  provide  sub¬ 
stantially  the  same  composition  and  as¬ 
sociation. 

(2)  Function.  Each  Radiation  Safety 
Committee  shall  select  a  chairman,  who 
shall  sign  all  applications,  minutes,  and 
reports  of  the  committee.  Each  commit¬ 
tee  shall  meet  at  least  quarterly  with  a 
quorum  present.  Minutes  shall  be  kept 
and  shall  include  the  numerical  results 
of  votes  on  protocols  Involving  use  in 
human  subjects.  No  member  shall  vote  on 
a  protocol  in  which  he  is  an  Investigator. 

(3)  Reports.  Each  Radiation  Safety 
Committee  shall  submit  an  annual  report 
on  or  before  January  31  of  each  year  to 


the  Food  and  Drug  Administration,  Bu¬ 
reau  of  Drugs.  HFD-150.  5600  Fishers 
Lane,  Rockville,  MD  20852.  The  annual 
report  shall  include  the  names  and  quali¬ 
fications  of  the  members  of,  and  of  any 
consultants  used  by,  the  Radiation  Safe¬ 
ty  Committee,  and,  for  each  study  con¬ 
ducted  during  the  preceding  year,  a  sum¬ 
mary  of  information  presented  in  the 
following  format: 

Report  on  Research  Use  of  Radioactive  Drug 

1.  Title  of  the  research  project. 

2.  Brief  description  of  the  purpose  of  the 
research  project. 

3.  Name  of  the  Investigator  responsible. 

4.  Pharmacologic  dose: 

a.  Active  ingredients. 

b.  Maximum  amount  administered  per 
subject. 

5.  Radiation  absorbed  dose: 

a.  Name  of  the  radionuclide  used. 

b.  Maximum  amount  of  radioactivity  ad¬ 
ministered  per  subject. 

c.  Maximum  cxunulative  radiation  expo¬ 
sure  per  subject. 

d.  Single  radiation  exposure  per  subject. 

6.  Number  of  subjects  used. 

7.  A  claim  of  confidentiality,  if  any. 

Note:  Contents  of  this  report,  except  for 
information  regarding  the  name  at  the  In- 
veetlgator,  are  available  for  public  disclosure 
unless  confidentiality  is  requested  by  the  in¬ 
vestigator  and  it  is  adequately  shown  by  the 
investigator  that  the  report  constitutes  a 
trade  secret  or  confidential  information  be¬ 
cause  it  is  unique,  has  not  previously  been 
disclosed  in  an  authorized  manner  to  anyone 
other  than  a  company  employee  or  paid 
consultant,  has  been  developed  at  signifi¬ 
cant  cost,  and  provides  a  competitive 
advantage. 


Investigator 


Chairman,  Radiation 
Safety  Committee 

At  any  time  a  proposal  Is  approved  which 
will  result  in  exposure  either  of  more 
than  30  research  subjects,  or  of  any  re¬ 
search  subject  under  18  years  of  age, 
the  (ximmittee  shall  Immediately  submit 
to  the  Food  and  Drug  Admlnstration  a 
special  summary  of  information  in  the 
format  shown,  except  that  item  6  shall 
include  the  ages  of  the  subjects,  if  rele¬ 
vant.  Contents  of  these  reports,  except 
for  Information  regarding  the  name  of 
the  investigator,  are  available  for  public 
disclosure,  unless  confidentiality  is  re¬ 
quested  by  the  investigator  and  it  is  ade¬ 
quately  shown  by  the  investigator  that 
the  report  constitutes  a  trade  secret  or 
confidential  Information  because  it  is 
imlque,  has  not  previously  been  disclosed 
in  an  authorized  manner  to  anyone  other 
than  a  company  employee  or  paid  con¬ 
sultant,  has  been  developed  at  signifi¬ 
cant  cost,  and  provides  a  competitive 
advantage. 

(4)  Approval.  Esich  Radiation  Safety 
Commlttro  shall  be  specifically  approved 
by  the  Bureau  of  Drugs  of  the  Food  and 
Drug  Administration.  Applications  shall 
be  submitted  to  the  Food  and  Drug  Ad¬ 
ministration,  Bureau  of  Drugs,  HFD-150. 
5600  Fishers  Lane,  Rockville,  MD  20852, 
and  shall  contain  the  names  and  qualifi¬ 
cations  of  the  members  of  the  committee, 
and  a  statement  that  the  committee 
agrees  to  comply  with  the  requlrementa 
set  forth  in  this  section.  Approval  shall 
be  based  upon  an  assessment  of  the 
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qualifications  of  the  members  of  the  com¬ 
mittee,  and  the  assurance  that  all  neces¬ 
sary  fields  of  expertise  are  covered.  Ap¬ 
proval  of  a  committee  may  be  withdrawn 
at  any  time  for  failure  of  the  committee 
to  comply  with  any  of  the  requirements 
of  this  section. 

(5)  Monitoring.  The  Food  and  Drug 
Administration  shall  conduct  periodic 
reviews  of  approved  committees.  Moni¬ 
toring  of  the  activities  of  the  committee 
shall  be  conducted  through  review  of  Its 
annual  report,  through  review  of  minutes 
and  full  protocols  for  certain  studies,  and 
through  on-site  inspections. 

(d)  In  making  the  determinations  re¬ 
quired  in  paragraph  (b)  (1)  of  this  sec¬ 
tion,  a  Radiation  Safety  Committee  shall 
consider  the  following  requirements  and 
assiu-e  that  each  is  met: 

(1)  Radiation  exposure  per  subject. 
In  order  to  determine  that  radiation 
exposme  does  not  exceed  limitations  set 
forth  in  paragraph  (b)  (3)  of  this  sec¬ 
tion,  the  Radiation  Safety  Committee 
shall  require  that  the  Investigator  pro¬ 
vide  absorbed  dose  calculations  based  on 
biologic  distribution  dato  available  from 
published  literature  or  from  other  valid 
studies.  Under  no  circumstances  may  an 
Individual  hvunan  subject,  through  re¬ 
peated  study,  receive  an  absorbed  dose  of 
radiation  exceeding  that  permissible  for 
occupationally  exposed  personnel. 

(2)  Pharmacologicai  dosage.  In  order 
to  determine  that  the  amoimt  of  active 
pharmaceutical  ingredients  to  be  admin¬ 
istered  does  not  exceed  the  limitations 
set  forth  in  paragraph  (b)  (2)  of  this 
section,  the  committee  shall  require  that 
the  Investigator  provide  pharmacological 
dose  calculations  based  on  data  available 
from  published  literature  or  from  other 
valid  human  studies. 

(3)  Qualifications  of  investigators. 
Each  investigator  shall  be  qualified  by 
training  and  experience  to  conduct  the 
proposed  research  studies. 

(4)  License  to  handle  radioactive  ma¬ 
terials.  The  responsible  investigator  or 
institutions  shall,  in  the  case  of  reactor- 
produced  isotopes,  be  licensed  by  the 
Atomic  Energy  Commission  or  Agree¬ 
ment  State  to  possess  and  use  the  spe¬ 
cific  radionuclides  for  research  use  or  be 
a  listed  investigator  imder  a  broad  li¬ 
cense,  or  in  the  case  of  non-reactor-pro- 
duced  isotopes,  be  licensed  by  other  ap¬ 
propriate  State  or  local  authorities,  when 
required  by  State  or  local  law,  to  possess 
and  use  the  specific  radionuclides  for  re¬ 
search  use, 

(5)  Human  research  subjects.  Each  In¬ 
vestigator  shall  select  appropriate  human 
subjects  and  shall  obtain  the  consent  of 
such  hmnan  beings  or  their  representa¬ 
tives  in  accordance  with  §  310.102  of  this 
chapter.  The  research  subjects  shall  be 
at  least  18  years  of  age  and  legally  com¬ 
petent.  Exertions  are  permitted  only  in 


those  special  situation  ■when  it  can  be 
demonstrated  to  the  committee  that  the 
study  presents  a  unique  opportimity  to 
gain  Information  not  presently  available 
and  requires  the  use  of  research  subjects 
less  than  18  years  of  age  and  is  without 
significant  risk  to  the  subject.  Studies 
involving  minors  shall  be  supported  with 
review  by  qualified  pediatric  consultants 
to  the  Radiation  Safety  Committee.  Each 
female  research  subject  of  child-bearing 
potential  shall  state  in  writing  that  she  is 
not  pregnant,  or  be  given  a  pregnancy 
test,  before  she  may  participate  in  any 
study, 

(6)  Quality  of  radioactive  drug.  The 
radioactive  drug  used  in  the  research 
study  shall  be  of  appropriate  standards 
of  identity,  strength,  quality,  and  purity 
(chemical,  pharmaceutical,  radiochemi¬ 
cal,  and  radionuclidic)  as  needed  for 
safety  and  be  of  such  uniform  and  repro¬ 
ducible  quality  as  to  give  significance  to 
the  research  study  conducted.  The  Ra¬ 
diation  Safety  Committee  shall  deter¬ 
mine  that  radioactive  materials  for 
parenteral  use  are  available  in  sterile  and 
pyrogen-free  form. 

(7)  Research  protocol.  No  study  in¬ 
volving  administration  of  radioactivity 
to  research  subjects,  no  matter  how 
small  the  amount  of  radioactivity,  shall 
be  permitted  vmless  the  Radiation  Safety 
Committee  concludes,  in  its  judgment, 
that  scientific  knowledge  and  benefit  is 
likely  to  result  from  that  study.  There¬ 
fore,  the  protocol  shall  be  bas^  upon  a 
sound  rationale  derived  from  appropriate 
animal  studies  or  published  literature 
and  shall  be  of  soimd  design  such  that 
information  of  scientific  value  may  re¬ 
sult.  The  radiation  dose  shall  be  both 
sufiBcient  and  no  greater  than  necessary 
to  obtain  valid  measmement.  The  pro¬ 
jected  number  of  subjects  shall  be  suffi¬ 
cient  but  no  greater  than  necessary  for 
the  purpose  of  the  study.  The  number 
of  subjects  shall  also  reflect  the  fact 
that  the  study  is  Intended  to  obtain  basic 
research  information  referred  to  in  para¬ 
graph  (a)  of  this  section  and  no  intended 
for  immediate  therapeutic,  diagnostic  or 
similar  pmposes. 

(8)  Adverse  reactions.  The  investiga¬ 
tor  shall  Immediately  rep)ort  to  the  Radi¬ 
ation  Safety  Committee  all  adverse 
effects  associated  with  the  use  of  the 
radioactive  drug  in  the  research  study. 
All  adverse  reactions  probably  attrib¬ 
utable  to  the  use  of  the  radioactive  drug 
in  the  research  study  shall  be  immedi¬ 
ately  reported  by  the  Radiation  Safety 
Committee  to  the  Pood  and  Drug  Ad¬ 
ministration,  Bureau  of  Drugs,  HFI>-150, 
5600  Fishers  Lane,  Rockville,  MD  20852. 

(9)  Approval  by  Institutional  Review 
Committee.  The  investigator  shall  ob¬ 
tain  the  review  and  approval  of  an  In¬ 
stitutional  Review  Committee  which 
conforms  to  “The  Institutional  Guide  to 


DHEW  Policy  on  Protection  of  Human 
Subjects,”  National  Institutes  of  Health, 
DHEW  Publication  No.  (NIH)  72-102.  A 
codified  version  of  the  DHEW  guide  was 
published  in  the  Federal  Register  of 
May  30,  1974  (39  PR  18914)  under  45 
CPR  Part  46  Protection  of  Human 
Subjects.^ 

(e)  The  results  of  any  research  con¬ 
ducted  pursuant  to  this  section  as  part 
of  the  evaluation  of  a  drug  pursuant  to 
§  312.1  of  this  chapter  shall  be  Included 
in  the  submission  required  imder  §  312.1 
of  this  chapter. 

(f )  A  radioactive  drug  prepared,  pack¬ 
aged,  distributed,  and  primarily  intended 
for  use  in  the  accordance  with  the  re¬ 
quirements  of  this  section  shall  be  exempt 
from  section  502(f)(1)  of  the  act  and 
§  1.106  of  this  chapter  if  the  packaging, 
label,  and  labeling  are  in  compliance 
with  Federal,  State,  and  local  law  re¬ 
garding  radioactive  materials  and  if  the 
label  and  labeling  either  separate  from 
or  as  part  of  any  label  and  labeling  re¬ 
quired  for  radioactive  materials  by  the 
Atomic  Energy  Commission  or  by  State 
or  local  radiological  health  authorities 
bear  the  following: 

(1)  The  statement  “Caution:  Federal 
law  prohibits  dispensing  without  pre¬ 
scription”; 

(2)  The  statement  “To  be  adminis¬ 
tered  hi  compliance  with  the  require¬ 
ments  of  Federal  regulations  regarding 
radioactive  drugs  for  research  use  (21 
<^FR  370.100)”; 

(3)  The  name,  quantity,  and  half-life 
of  the  radionuclide; 

(4)  An  identifying  lot  or  control  num¬ 
ber  from  which  it  is  possible  to  determine 
the  complete  manufacturing  history  of 
the  package  of  the  drug;  and 

(5)  If  the  drug  is  Intended  for  par¬ 
enteral  use,  a  statement  as  to  whether 
the  contents  are  sterile. 

Interested  persons  are  invited  to  sub¬ 
mit  their  comments  in  writing  (prefer¬ 
ably  in  quintuplicate)  regarding  this 
proposal  on  or  before  September  27, 1974. 
Such  comments  should  be  addressed  to 
the  Hearing  Clerk,  Food  and  Drug  Ad¬ 
ministration,  Rm.  4-65,  5600  Fishers 
Lane,  Rockville,  MD  20852,  and  may  be 
accompanied  by  a  memorandum  or  brief 
in  support  thereof.  Received  comments 
may  be  seen  in  the  above  office  during 
working  hours,  Monday  through  Friday. 

Dated:  July  23,  1974. 

Sherwin  Gardner, 
Deputy  Commissioner 
of  Food  and  Drugs. 

IPR  Doc.74-17223  FUed  7-26-74:8:45  am] 


^Copies  may  be  obtained  from:  National 
Institutes  of  Health,  Division  of  Research 
Orants,  Westwood  Bldg.,  Rm.  448,  5333  West- 
bard  Ave.,  Bethesda,  MD  20016. 
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